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By tlie introduction of various amide surrogates, novel 
pscudopeptides 

corresponding to a membrane active depsipeptide were synthesized 
and their 

native characteristics compared with that of the peptide. The 
pseudopeptides had more resistance to senim proteases than the 
peptide and 

similar antimicrobial activities to that of the peptide without 
hemolytic 

activity. The pscudopeptides like the peptide were active against 
current 

drug resistant fungi and pathogenic ftmgi isolated from patients, and 
also 

had a strong synergism with cun ent antifungal dmgs against 
Candida 

albicans. Tlie leakage assay suggested that the pscudopeptides also 
acted 

on the lipid membrane of pathogenic cells. The.se results indicated 
that ttie 

novel pscudopeptides had advantages over tlie peptide as a 
candidate for a 

novel antifungal drug and backbone modifications can be a tool 
in the 

development of a novel antifungal agent tiom membrane-active 
peptides 
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Ilic hemolytic and fttngicidal activity of a number of cationic 
antimicrobial peptides was investigated. Hist at ins and magainins 
were 

inactive against human erythrocytes and Candida albicans cells in 
phosphate 

buffered saline, but displayed strong activity against both cell types 
when 

tested in I niM potassium phosphate buffer supplemented with 287 
mM glucose. 

I he HC50/IC50 ratio, indicative of the therapeutic index, was about 
30 for 

all peptides tested. PGLa was mo.sl hemolytic (HC50-0.6 
micro M) and had 

the lowest therapeutic index (HC50/IC50 = 0.5). Susceptibility 
to 

hemolysis was shown to increase with storage duration of the 
ei^tlirocyles 

and also significant differences were found between blood collected 
from 

different individuals. In this report, a sensitive assay is proposed for 
the testing of the hemolytic activities of cationic peptides. This assay 
detects subtle differences between peptides and allows the 
comparison 

between the hemolytic and fungicidal potency of cationic peptides. 
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